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pts, AE was not specified in the follow-up forms, but could be written in the "other side 
effects" field (FormetA); in the remaining 3202 pts, the occurrence of AE was elicited by 
specific inquiry (Format B). 
Pamufts: Reports of AE were elicited more frequently when format B was used (0.05% 
for A [2 pts] vs. 0.12% for B[4 pts]) in the run-in period and also in the double-blind follow- 
up period (see table). The rate of occurrence of AE with enalapril was higher than with 
placebo early after initiation of therapy, but additional cases accumulated during follow- 
up so that the differences in AE between placebo and enalapril were attenuated with 
time. 
Frequency of AE Adverse Event Reports 
SOLVD Follow Up Exam Form Duration of Follow Up 
4 Months Trial End 
Question Format n Enalapril Placebo Enalapril Placebo 
A. Non-specific 3,567 7 2 8 7 
B. Specific 3.202 24 22 76 81 
Conclusion: When compared to a non-specific question, the reported rate of AE was 
about 10 times higher (p<0.001) when a specific question to elicit its occurrence was 
asked. 
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Background. ~-blockers are generally prescribed to patients with heart failure (HF) 
already receiving drugs that interfere with the renin-angiotensin system (angiotensin con- 
verting enzyme inhibitors [ACEI] and angiotsnsin receptor blockers [ARB]), but it is not 
clear if patients should be receiving low or high doses of ACEI or ARBs when they are ini- 
tiated on treatment with a B-blocker. 
Methods. We evaluated the effects of carvedilol (CRV) vs placebo (PBO) in 2289 patients 
with severe HF enrolled in the COPERNICUS study. At baseline, patients were receiving 
high, intermediate or low doses of an ACEI or ARB or neither drug. Dose groups were 
defined based on tertiles of observed doses in the trial. Hazard ratios (CRV:PBO) were 
calculated for each of the four subgroups for each of four outcome variables (see table). 
Results: 
Dose level of ACEI or ARB 
None Low Intermediate High 
(n=65) (n=673) (n=855) (n=686) 
All-cause mortality 0.51 0.63 0.65 0.70 
Death or HF hospitalization 0.77 0.72 0.68 0.69 
Death or cardiovascular hospitalization 0.70 0.78 0.76 0.67 
Death or any hospitalization 0.68 0.75 0.81 0.78 
CRV reduced the risk of a major clinical event to a similar degree in patients receiving 
low, intermediate or high doses of an ACEI or ARB or no ACEI/ARB at all (all interaction 
P=NS). Furthermore, CRV was well tolerated in all 4 subgroups. The rates of permanent 
withdrawal were lower with CRV vs PBO regardless of the dose level of ACEI or ARB. 
The dose of ACEI or ARB did not influence the frequency of adverse vasodilatory events. 
Conclusions. These results indicate that patients do not need to be receiving high doses 
of ACEI or ARB before being started on CRV and suggest that the degree of interference 
of the renin-angiotensin system does not influence the response to I]-blockade. 
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Background: Patients with severe (NYHA FC IV) heart failure have a more than two-fold 
increase in cytokine concentrations in comparison to patients with moderate heart failure. 
Whether Pentoxifylline ( a drug known to inhibit the production of TNF-(:( ) modifies the 
marked changes in cytokines that occur in severe heart failure has to be determined. 
Methods: In a prospective, randomised, double blind, placebo controlled study we 
enrolled 18 consecutive patients with idiopathic dilated cardiomyopathy in FC IV. All 
patients required admission to intensive care unit for at least 7 days and intravenous ino- 
tropic support. Patients were randomised to Pentoxifylline (400 mg TDS) or Placebo in 
addition to diuretics, digoxin and ACE-inhibitors. Echocardiograms, radionuclide studies, 
Tumor necrosis factor-c~ (TNF-(x in pg/ml) and Fas/Apo-1 (an apoptosis signalling recep- 
tor) plasma concentrations were determined on admission and after 1 month of treat- 
ment. 
Results: There were no differences in baseline characteristics between the 2 study 
groups. Baseline ejection fraction of the study population was 16.8~-8%, and baseline 
plasma levels of TNF-(~ and Fas/Apo-1 were 19-+12pg/ml and 17_+8U/ml. These levels 
were significantly higher compared to the concentrations we found previously in patients 
in FC II-Ill (p<O.001 for both). After one month 3 patients died (2 in the placebo group). 
There was a significant reduction in the TNF-c~ (16.7_+3 to 8.0 _+2 pg/ml, p=<0.05) and 
Fas/Apo-t (15.2_+1 to 9.6_+2 U/ml, P=<0.05) plasma levels in the patients treated with 
Pentoxifylline with no significant changes in the Placebo group. This was associated with 
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a significant increase in ejection fraction in the Pentoxifylline group (16.6+8 to 24+4%, p< 
0.05). 
Conclusion: In patients with severe heart failure requiring inotropic support, treatment 
with Pentoxifylline is associated with a decrease in TNF-~ and Fas/Apo-1 plasma levels 
and improvement in systolic performance compared to Placebo. However, higher dose of 
Pentoxifylline may be required to fully suppress the TNF-c~ and Fas/Apo-I plasma levels. 
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Vasodilators are known to be efficacious in the treatment of acute congestive heart fail- 
ure (CHF). Therefore, we investigated the effect of Tezosentsn (a endothelin antagonist) 
in the treatment of pulmonary edema. 
Patient~ and Methods: Pulmonary edema was defined as acute CHF leading to respira- 
tory failure as evident by severe signs of pulmonary congestion and oxygen saturation < 
90% by pulse oxymeter despite oxygen treatment. Patients where recruited by mobile 
intensive care units, in the emergency room and during admission. All patients received 
oxygen by face mask, IV morphine 3 rng, IV furosemide 80 mg and IV isosorbide-dini- 
trate 1-3 mg/hour according to blood pressure. Thereafter, patients where randomized to 
receive placebo or Tezosentan 50 mg/hour which coutd have been up-titrated up to 100 
mg/hour. 
Results: 84 patients where randomized. Baseline characteristics where similar in the 
Tezosentsn group (n=42) and Placebo group (n=42). The primary endpoint; increase of 
oxygen saturation at 1 hour, was 7.8±5% in the placebo arm vs. 6±6.5% in the tezosen- 
tan group (n=NS). The secondary endpcint; rate of death, recurrent pulmonary edema 
and myocardial infarction was 19% in both groups 
In the Placebo group, echocardiographic EF (<50%), reduced baseline oxygen saturation 
(<85%) and low baseline mean arterial blood pressure (MAP) (<150 mmHg) were corre- 
lated to worse outcome. We found a significant correlation between treatment effect and 
outcome. In patients in whom MAP reduction by treatment at 15-~) minutes was 10-30% 
the recovery was faster as compared to those who had no reduction in MAP dunng treat- 
ment (<10%) or excessive MAP reduction (>30%). 
In a post-hoc analysis we have found that patients who received only 50 rag/hour 
tezosentan had better improvement han patients in the placebo group, while patients 
receiving 100 rag/hour fared worst. 
Conclusion: The outcome of pulmonary edema is determined by baseline MAP, oxygen 
saturation, the presence of systolic CHF and appropriate vasodilation (MAP reduction) in 
response to treatment. In the present study Tezosentan (an Endothelin antagonist) did 
not affect the outcome of pulmonary edema, possibly due to the high dose used. 
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Background: Improving the quality of life (QOL) for patients with chronic conditions and 
poor short-term survival such as heart failure (HF) is a common goal in new drug devel- 
opment. The aim of this post.hoc analysis was to examine the relationship between QOL, 
using Minnesota Living With Heart Failure (MLWHF) Questionnaire, and morbidity and 
mortality in the Valsertan Heart Failure Trial (VaI-HeFT). 
Methods: VaI-HeFT, a double blind randomized multicountry trial compared the effect of 
valsartan, a selective angiotensin II-receptor blocker, with placebo, in 5010 chronic HF 
patients (NYHA class II-IV), when added to prescribed treatment for HIE The primary 
endpoints of the study were mortality and morbidity (death, sudden death with resuscita- 
tion, iv therapy for HF, and hospitalization for HF). QOL was assessed by the MLWHF 
questionnaire as a secondary variable at months 1,4, 6, and every 3 months thereafter. 
Assessments were made in countries where the MLWHF Questionnaire were validated in 
the local languages: US, Itaty, Australia and the UK. The MLWHF score was analyzed 
using ANCOVA. A lower score indicates improved QOL. 
Results: In the overall VaI-HeFT population, valcartan significantly reduced risk of mor- 
bidity by 13.2% (p= 0.009). Total sample size for the QOL analysis was 3010. The valsar- 
tan group had significantly improved overall MLWHF scores compared to placebo at 
Endpoint (p<0.05). Higher MLWHF scores at baseline, Months 4, 12, and Endpoint were 
all associated (regardless of study treatment) with a higher risk of morbid events [4 th 
quartile (Q4) versus 1 st quartile (Q1); p<0.0001]. At baseline, comparisons of higher 
quartiles versus Q1 showed increasing risk of morbidity with increasing quartiles (Q2 RR 
= 1.28, Q3 RR = 1.38, Q4 RR = 1.68; p<0.01). Similar associations were observed 
between MLWHF score and mortality. 
Conclusions: Worsening QOL as measured by MLWHF questionnaire is associated 
with increased risk of morbidity and mortality. Valsartan treatment has a significant bene- 
ficial effect on QOL compared with placebo, when added to prescribed HF therapy. 
